Nucleotide Excision Repair (NER)
NER is the only pathway in humans for removing a wide variety of DNA lesions that distort the DNA helix and/or block transcription.
NER is comprised of two highly-conserved, overlapping subpathways:
adducts anywhere within the nuclear genome.
(ii) Transcription Coupled NER (TC-NER) repairs transcriptionblocking DNA adducts only along the transcribed strands of active genes (approx. 5% of the genome at any given time).
TC-NER removes DNA lesions much more rapidly relative to GG-NER: "preferential repair" of the transcribed strand of active genes. GG-NER repairs CPDs from anywhere within the nuclear genome. It acts relatively slowly (50% lesion removal within 24 hr post-UV), but is nonetheless critical for preventing UV-induced mutations in oncogenes and tumour suppressor genes, and thus for protection against skin cancer.
TC-NER much more efficiently repairs CPDs uniquely along the transcribed strand of active genes (80% lesion removal within 6h). This "preferential repair of the transcribed strand" is not very important for preventing mutations and skin cancer (since only about 5% of the genome is being transcribed at any given time), but rather for facilitating recovery of mRNA transcription post-UV thereby promoting cellular survival. 
Physiological importance of GG-NER vs TC-NER TRANSLESION SYNTHESIS (TLS)
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Replicative DNA polymerases (B-family pols , , )
-replicate undamaged DNA extremely accurately -completely blocked by CPDs
TLS DNA polymerases (Y-family pols , , )
-pol  can replicate undamaged DNA, but extremely inaccurately.
-pol  incorporates nucleotides opposite CPDs in UV-damaged DNA very efficiently and surprisingly accurately.
-pol  and pol  efficiently incorporate nucleotides opposite CPDs, but extremely inaccurately. 
How does the cell "know" which polymerase to use?

Regulation of TLS by monoubiquitination (1)
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Undamaged DNA template -PCNA is not ubiquitinated.
-Pol  mono-multiubiquitination is maintained by Pirh2 E3 ligase on four K residues lying within a PCNA-interacting domain on pol . Lesion bypass and resumption of normal DNA synthesis -Error prone pol -mediated TLS occurs.
Pirh2
-Ubiquitin is removed from PCNA via DUB activity.
-multi-monoubiquitination of pol is upregulated, thus blocking the PCNA-interacting domain of pol .
-PCNA and pol dissociate.
-Pol  detaches from the template, and pol -mediated DNA synthesis is restored. 
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Regulation of TLS by monoubiquitination (2)
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